بررسی اثر میکروپارتیکل های مشتق از پلاکت بر ژن های دخیل در تکثیر و طول عمر سلول های بنیادی مزانشیمی جدا شده از بند ناف by Samareh Salavtipour, Maryam
,{,Y::i.I
$'" I I ir"
, 
(,1 
'rl * oK;,-ll.t(r, ./!t ./*t
A.r .Sjl-,., u+t<,"iLri ,r*U,-l rt3.= J,jjJl .,*,1"'i.JlS &L +.U ;!Q
'alJ:.
-*" Jst o'$s 
:;;*, ]:: };rff:fr*,'*' -n''(#,*
JJc ;lJ'- o>J fiY 'L "'$
,s.!I Jili jl-1J,,- drl 5.o.r iS.r :lnal, rl':,,.1
,+l-i .r*=t ;,i(.r ..rl3i ,r-rG tjJilc, jS.r :;3Lii," ,Sl-l
11-tV :,rl*,-=: Jl-
\\':ul.A!!S
,Itffi,1P,t',
II
I
i
Kerman University Of Medical Sciences
Faculty Of Medicine
In Partial Fulflllment of the Requirements for the Degree(PhDAvISc)
Title:
Investigation the effect of Platelet-microparticles on genes involved in
proliferation and survival of umbilical-cord derived mesenchymal stem
cells
By:
Maryam Samareh Salavati Pour
Supervisors:
Dr.Roohollah Mirzaee Khalilabadi
Advisors:
Dr.Alireza Farsinejad
Dr.Ahmad Fatemi
Year:2018
('|,{ffi
iu', 7'*)tL,-,r-
o'': d{=0}
o;9yl ,;fl:93.5tac^e! 4.t iLi g dL"y 19> c*B O;1, #+ ,r"-".;::l;" .Srl*a .JLJr- :.ial g a;.ri
r+ jl 
,_r-, t{rJ at oK.tL;1 U".,1.: l4'[ ;9ro" ).t J* tl .sl a:iri ttf ^+E )sy sW. c,li":; I dJe.o]
9 orl.:112.i gL^;:Jl c.:.; l) t{i'i d1,66?.9 pUJ 4t )f.r bJl- 611,1r ;lr*; ru <rbr.rn O J+ *."o
,+. ;,ly-c d.: ,cJ\;l ju; .StnJd;.,!:,5*" a'Jlt a,l.;) .Ja),re ,i"lt .r+.+y ,-j.,11, Oli- q L \J rj*J,Uf
.SbOj At* d,r+ 9 r8 c*y, ;U1 rl I'bo:;l microRNA, pil,A:i*,.r^ii2 .5la;fi l *r$
.fi ,-t"tx Jl- rt J* s rb*,s91;r 
'|,-'.: r*r ,J"l* Oly" +P53 gPZl 'P16 c-MYC 'hTEIf
f i..p ) r+ x I oL \ . je; e.,.jl qReal-TimePCR.(5i't,(h-TERT, c-Iir-'C. a ' -
)'rL" 6lbF )U i 9 t"Jr- dl*r G.)t 9 ri-r*i pB il-;ru -l-Li;l ,l5*i *)!9rrp.Jl.J+ ,br;--
al .:1.: ;La: bJfu')19t'- .fL" ,st^f sG ,tus:t e i.l- J+!- GP )1.r.5 +i; l, l+ri ,rr u1, .- . -.-
,1oy. ll,lf jl ,rtt- JyS yLi3 JiL otf i PDT,r-1; .)9.r or; pl-x.;l .r;1r { UJ$.,!9,S* ;.- )
o-MYC , hTERT 
.-'j ,-rt* *lfl l,jL' ,'^ Real-Tirne PCR e-b .re; or.:j ,t*-; .JGJ+- )> 
--. --
.)9r ori a;l5 
.-9l-o,t; .5aoa,1) JrS + **; rL11 oyf s>P53 9P2l .P16 .glo;; j\= 
-- 
-
"-'V c-ritt 01* ^".',r:(),lr, .gbJfu-tU,t,5*" & sgt .? Jk=l '*+j ;v-l1r lUlt' 'Pr-? L:15S :z-
.-r;9; A:;L":; 
.-r.+li .-<:l*q .sl"Jl- rt JlU r;l!,1 ,r .r.'-i .. 
-..
Pzl ,P16 .o-MYC h-TERT dj ,).' J*,.,:5),{2,Fq fuf*,-.'.r:;ly.r)l*! J+ :d+L< -; -i
rAbstract:
Background and purpose: Mesenchymal stem cells have been widely considered in clinical
researches because of their self-renewal ability and differentiation into various tissues.
Nevertheless, their lirnited in vitro life span, which occurs only after several divisions, rnakes
some changes in these cells, which affects all of their characteristics and rernarkably reduces
their applications. In this study, the effect of platelet-derived microparticles, a rich source of
growth factors, proteins, enzymes and microRNAs, was evaluated on the population doubling
time (PDT) as well as expression of hTERT, o-MYC, P16, P53, P21, some of the rnain genes,
involved in aging processes and cell longevity.
Materials and methods: MSCs were isolated from umbilical cord and confirmed by evaluating
their rnorphology and surface markers using inverted microscope and flow cytometry,
respectively. Platelet microparticles were prepared by cenhifuging platelet bags at different
speeds, and their concentration was determined by Bradford assay. In order to confirm PMPs,
DLS technique and flowcytometry were used for determining the size of PMPs and their
immunophenotype. When confluency of cultured MSCs was 3004, the cells were treated with
50 pgAnl of microparticles. Then, PDT was measured in both treated and conhol grolrps.
F,inally, quantitative gene expression of hTERT, c-MYC, Pl6, P53 andP2l was performed by
real-time PCR in different times (after 5 days, after I month and after defreeze).
Results: The fibroblast-like cells were isolated frorn urnbilical cord particles, and their
mesenchymal features were approved by their morphology and surface antigens. In addition,
DLS technique and flowcytometry confirmed isolation of PMPs. The results showed that the
treated group had shorter PDT compared to control group and the results of Real-Tirne PCR,
showed that PMPs increased the expression of hTERT and o-MYC genes and also decreased
the expression of Pl6, P21 and P53 genes in all 3 times.
Conclusion: It can be concluded that platelet-derived microparticles can potentially be
recognized as a suitable, safe and effective method in increasing the life span of umbilical-cord
mesenchymal stem cells; however, further investigations are needed.
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